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Abstract
Numerous approaches have been used to define and stage treatment-resistant depression (TRD) as well 
as to find predictors of treatment outcome. Nevertheless, TRD remains a complex disorder, with high 
morbidity and mortality. This paper briefly reviews current guidelines for managing TRD, summarising 
the best pharmacological strategies and ‘next steps’ of psychological and physical treatments. When 
depressed patients fail to remit after two or more conventional antidepressant treatments, combined 
approaches, targeting multiple molecular, psychological and physical mechanisms, seem to be the most 
effective strategy.
Keywords: treatment-resistant depression, antidepressants, combined approaches, somatic therapies, 
predictors
1. Introduction
Despite pharmacotherapy being effective in more than half of all depressed patients, between 20% and 
30% fail to respond to any available antidepressant (AD) treatment, and around 50% have treatment-re-
sistant depression (TRD) defined, in broader terms, as failure to respond to two or more adequate trials of 
AD monotherapy (1). A universally accepted definition for TRD does not currently exist, as several staging 
models have tried to define the minimum criteria for dose and duration of (failed) therapies required to 
meet such a definition (2). More recently, a multidimensional model has been developed that also consid-
ers depression severity and duration as relevant criteria for TRD (3).
Research in the last few years has identified early clinical and biological predictors of poor response, 
which could be theoretically used to personalize treatment practice and escalate sooner the identified 
patients through more assertive treatment algorithms developed for TRD. The most commonly replicated 
clinical predictors of TRD include comorbid anxiety disorder, current suicidal risk, and bipolarity (4). More-
over, response to ADs has been explored in terms of brain structures, neurotransmission, and molecular 
targets. PET and MRI studies of subjects before starting AD treatment have found that non-responders 
have lower activity in the rostral anterior cingulate cortex, lower metabolism in the amygdala and thala-
mus, higher metabolism in the prefrontal cortex, and reduced fronto-limbic and hippocampal grey mat-
ter (5). Molecular predictors of TRD include the short allele of the serotonin transporter coding sequence 
(6), the Met allele of the Val/Met (rs6265) polymorphism in the brain-derived neurotrophic factor (BDNF) 
gene, impaired hypothalamic-pituitary-adrenal axis (HPA) (7, 8), as well as increased levels of blood pro-
tein and mRNA inflammatory biomarkers (9, 10).
This paper provides a concise overview of the most recent and updated guidelines for treating TRD. It is 
mainly based on the latest revision of the British Association for Psychopharmacology (BAP) Guidelines 
for Treating Depressive Disorders (2015) (11) and on the 2018 edition of the Maudsley Prescribing Guide-
lines (12). These two guidelines, in turn, extensively cross-reference other international evidence-based 
guidelines, such as from NICE (National Institute for Health and Care Excellence) (2015 and 2017) , the 
Cochrane Database, the American Psychiatric Association (2010) (13), the World Federation of Societies 
of Biological Psychiatry (14), the Canadian Network for Mood and Anxiety Treatment (15), as well as the 
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results of the STAR*D research program (Sequenced Treatment Alternatives to Relieve Depression) (16).
2. First-choice interventions
Most studies indicate that a chosen treatment strategy has failed when there is no improvement after 4-6 
weeks. According to the BAP guidelines, both switching AD and augmentation (adding another agent 
to the AD) are evidence-based next steps. There is limited evidence that increasing the dose could be 
effective, but it should be considered if there are minimal adverse effects and/or there has been some 
improvement on the AD. This may be particularly effective for ADs with a putative dose response, such 
as tricyclic antidepressants (TCAs), venlafaxine and escitalopram (but not for other selective serotonin 
reuptake inhibitors (SSRIs)). Both the BAP and the Maudsley guidelines do not specify whether switching 
or augmentation should be preferred. However, switching, in particular, switching within the same drug 
class, is generally less supported by literature (2017 NICE draft guidelines (17)).
The best options for both switching and augmentation are described below.
2.1 Switching
Switching should take place after 1-2 weeks if adverse effects are not tolerable and after 3-4 weeks if no 
improvement at all is seen.
BAP guidelines suggest:
• switching from an SSRI to venlafaxine gives a significant advantage compared with switching to an-
other SSRI. Higher doses of venlafaxine (mean 309 mg) versus standard are associated with faster and 
greater response, but poorer tolerability
• after inadequate response to initial AD therapy (SSRI or serotonin norepinephrine reuptake inhibitor 
(SNRI)), switching to vortioxetine (10-20 mg/day) is more effective than to agomelatine (25-50 mg/
day)
• in most cases, cross-tapering during switching is the preferred option. However, direct switching 
(without washout) from initial SSRI to another SSRI, nortriptyline, mirtazapine, buproprion, reboxe-
tine, venlafaxine and duloxetine, appears well tolerated, unless the initial drug has long-lasting effects 
(e.g. from fluoxetine to TCA). This evidence is supported also by the Maudsley guidelines, as it may 
reduce the risk of discontinuation symptoms.
The Maudsley guidelines report switching to mirtazapine (30-45 mg/day) and to venlafaxine (200 mg/
day) as the most supported strategies.
2.2 Augmentation and combination strategies
Antipsychotics
BAP guidelines report higher remission and response rates with the following:
• quetiapine (XR, 150-300 mg/day): is effective with SSRI, SNRI, buproprion or amitriptyline, and is supe-
rior to lithium augmentation, but it is associated with more metabolic abnormalities;
• aripiprazole (2-20 mg/day);
• risperidone (0.5-3 mg/day);
• olanzapine (6.25-12.5 mg/day): this is often added to fluoxetine (25-50 mg/day), although the BAP 
guidelines found this association less effective than adding other antipsychotics. In contrast, the 
Maudsley and the NICE guidelines highlight combined olanzapine and fluoxetine as very effective, 
especially in bipolar depression.
Lithium
Although disappointing results were obtained in the STAR*D study, lithium augmentation of SSRI is 
recommended by BAP guidelines. However, it should be maintained for at least 1 year to prevent early 
relapses. As also confirmed by the Maudsley guidelines, it is more effective when plasma levels above 
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0.6mmol/L are achieved.
Thyroid hormone
Although T3 (20-50 µg) was better tolerated than lithium in the STAR*D study, both BAP and Maudsley 
guidelines report some negative evidence. The use of thyroid hormone usually needs specialist referral 
and it is considered a second choice option.
Antidepressant combination
The most common combinations recommended by BAP are:
• SSRI with mirtazapine, reboxetine, bupropion or a TCA;
• mirtazapine with TCA or venlafaxine;
• mianserin with a TCA or SSRI (less supported).
The Maudsley guidelines suggest combining bupropion (up to 400 mg/day) with an SSRI, or venlafaxine 
with mianserin (30 mg/day) or mirtazapine (30-45 mg/day), while combining an SSRI with a TCA is con-
sidered as last choice, because of the potential adverse effects. Combining buspirone (up to 60 mg/day) 
is less effective than buproprion according to STAR*D, and thus it is considered as second choice by both 
guidelines.
Anticonvulsants
Adding lamotrigine (100-400 mg/day) is less supported by BAP guidelines but especially recommended 
for treating bipolar depression in Maudsley guidelines and considered the best tolerated augmentation 
strategy (18).
Psychostimulants
These drugs have been found to reduce fatigue, promote wakefulness and to elevate mood with a faster 
effect (few hours) when compared with ADs. Intravenous ketamine (0.5 mg/kg over 40 minutes) has a 
very rapid response and high remission rates; it is well tolerated at sub-anaesthetic dose, even though 
cognitive effects such as confusion and dissociation are occasionally reported, and repeated infusions are 
necessary to maintain the effect (evidence supported by both guidelines). In the near future, intranasal 
esketamine may become available and supplant the intravenous form (19). Fewer data are available for 
modafanil and methylphenidate. Modafanil (200 mg/day) has proven effective as adjunctive therapy for 
depression-related hypersomnia and fatigue, and seems not to induce tolerance, dependence or psycho-
sis, but lacks the euphoric effect of amphetamines. Methylphenidate is less supported by the BAP guide-
lines while the Maudsley guidelines report a clear effect in decreasing fatigue when added to SSRIs.
Others
There are preliminary results of efficacy for augmentation with oestrogens, testosterone and with S-aden-
osyl methionine (SAMe), although the latter has been weakly supported by a Cochran review (20). More-
over, many other pharmacological treatments have been reported in the literature, but the evidence is 
sparse: both the BAP and the Maudsley guidelines report adding tryptophan (2-3 g tds), pindolol (5 mg 
tds or 7.5 mg once daily) and omega-3-triglycerides augmentation, as the best supported.
3. Other approaches
3.1 Combination with psychotherapies
In TRD it may also be appropriate to add psychotherapy. The STAR*D study reported no difference in 
overall outcome between cognitive behaviour therapy (CBT) and medication augmentation or switch, 
although medication augmentation worked faster. According to the BAP guidelines, addition of CBT to 
pharmacological medication in patients with residual symptoms resulted in greater remission rates than 
pharmacological treatment alone. Moreover, there is evidence that switching to another SSRI is more 
effective when combined with CBT (21). Alternatively, other psychological or behavioural treatments can 
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be considered, such as Behavioural Activation and Interpersonal Psychotherapy, which are more effective 
during acute relapses (22).
3.2 Somatic therapies
For patients who have failed numerous treatments, somatic therapies are valuable options (23). Although 
new physical treatments are available, electroconvulsive therapy (ECT) is considered the gold standard, 
with a 60% to 90% rate of acute response in TRD; a number of previous reports expressed concerns about 
acute cognitive impairment, lasting up to few days, but a recent study showed no such evidence (24).
Transcranial Magnetic Stimulation (TMS) is a well-tolerated non-invasive technique, which aims to stim-
ulate the cerebral cortex through magnetic fields applied at the skull surface. There is no evidence of 
cognitive impairment. Repetitive (r)TMS efficacy is analysed in the BAP guidelines and in NICE guidance 
(2015) (25): in summary, it is effective in TRD, although it is inferior to ECT, especially in psychotic depres-
sion, and patients often require additional rTMS courses and pharmacological treatments.
Vagus Nerve Stimulation (VNS) and Deep Brain Stimulation (DBS) represent novel but more invasive 
treatments. VNS requires implantation in the left chest wall of a pacemaker-like device which regularly 
stimulates the vagus nerve. VNS is not indicated for acute depressive exacerbations and could have ad-
verse effects related to stimulation of recurrent laryngeal nerves. Effects are evident after some months; 
it appears to be effective in patients with major depressive disorder (MDD) or bipolar II disorder of low to 
moderate severity but not in severe TRD, especially if patients have failed multiple AD strategies (26). It 
can usually be combined with ADs or with ECT in case of acute relapse.
DBS is a reversible neurosurgical procedure, consisting of implanting electrodes at specific brain anatom-
ical locations and delivering an electrical impulse of variable intensity and frequency. DBS efficacy in TRD 
is supported by some studies, with most targeted brain areas being the subgenual cingulate, the ventral 
anterior cingulate, the nucleus accumbens, the substantia innominata and the medial forebrain bundle. 
However, it should still be considered experimental at present (27). In addition, there are many reports 
that discontinuation of DBS may produce a rapid return of symptoms or induce suicide attempts.
4. Conclusion
When individuals with MDD fail to achieve remission after conventional pharmacotherapy, multiple 
approaches seem to be more effective than a single treatment; both pharmacological combinations and 
augmentation remain popular treatment strategies, with the most robust evidence supporting combin-
ing ADs or adding atypical antipsychotics. Moreover, there are numerous studies supporting somatic neu-
rostimulatory modalities. Ongoing clinical trials are exploring the efficacy of novel compounds, targeting 
glutamate, inflammatory and metabolic/oxidative pathways, as well as buprenorphine, riluzole and 
intranasal esketamine. Moreover, many researchers are trying to identify baseline predictors of adverse 
treatment outcome, in order to achieve the early detection of depressed patients at greater risk of poor 
response and thus escalate the treatment protocols using a personalised approach.
References
1. Anderson IM. Drug treatment of depression: reflections on the evidence. Advances in Psychiatric Treatment. 2003  
 Jan;9(1):11-20.
2. McIntyre RS, Filteau MJ, Martin L, Patry S, Carvalho A, Cha DS, Barakat M, Miguelez M. Treatment-resistant   
 depression: definitions, review of the evidence, and algorithmic approach. Journal of Affective Disorders. 2014  
 Mar 1;156:1-7.
3. Fekadu A, Wooderson S, Donaldson C, Markopoulou K, Masterson B, Poon L, Cleare AJ. A multidimensional tool  
 to quantify treatment resistance in depression: the Maudsley staging method. The Journal of Clinical Psychiatry.  
 2009 Feb;70(2):177-84.
4. Bennabi D, Aouizerate B, El-Hage W, Doumy O, Moliere F, Courtet P, Nieto I, Bellivier F, Bubrovsky M, Vaiva G,   
 Holztmann J. Risk factors for treatment resistance in unipolar depression: a systematic review. Journal of   
 Affective Disorders. 2015 Jan 15;171:137-41.
Cutting Edge Psychiatry in PracticeCEPiP.org
124
5. El Hage W, Leman S, Camus V, Belzung C. Mechanisms of antidepressant resistance. Frontiers in Pharmacology.  
 2013 Nov 22;4:146.
6. Willner P, Scheel-Krüger J, Belzung C. Resistance to antidepressant drugs: the case for a more predisposition-  
 based and less hippocampocentric research paradigm. Behavioural Pharmacology. 2014 Sep 1;25(5 and 6):352- 
 71.
7. Pariante CM. Depression, stress and the adrenal axis. Journal of Neuroendocrinology. 2003 Aug;15(8):811-2.
8. Juruena MF, Pariante CM, Papadopoulos AS, Poon L, Lightman S, Cleare AJ. Prednisolone suppression test in   
 depression: prospective study of the role of HPA axis dysfunction in treatment resistance. The British Journal of  
 Psychiatry. 2009 Apr;194(4):342-9.
9. Cattaneo A, Gennarelli M, Uher R, Breen G, Farmer A, Aitchison KJ, Craig IW, Anacker C, Zunsztain PA, McGuffin  
 P, Pariante CM. Candidate genes expression profile associated with antidepressants response in the GENDEP   
 study: differentiating between baseline ‘predictors’ and longitudinal ‘targets’. Neuropsychopharmacology. 2013  
 Feb;38(3):377.
10. Chamberlain SR, Cavanagh J, de Boer P, Mondelli V, Jones DN, Drevets WC, Cowen PJ, Harrison NA, Pointon L,   
 Pariante CM, Bullmore ET. Treatment-resistant depression and peripheral C-reactive protein. The British Journal of  
 Psychiatry. 2018 May:1-9.
11. Cleare A, Pariante CM, Young AH, Anderson IM, Christmas D, Cowen PJ, Dickens C, Ferrier IN, Geddes J, Gilbody  
 S, Haddad PM. Evidence-based guidelines for treating depressive disorders with antidepressants: a revision of  
 the 2008 British Association for Psychopharmacology guidelines. Journal of Psychopharmacology.    
 2015 May;29(5):459-525.
12. Taylor D, Barnes T, Young A. The Maudsley prescribing guidelines in psychiatry. 13th ed. Chichester, West Sussex:  
 Wiley-Blackwell; 2018.
13. Practice guideline for the treatment of patients with major depressive disorder. 3rd ed. Washington, D.C.:   
 American Psychiatric Association; 2010.
14. Bauer M, Bschor T, Pfennig A, Whybrow PC, Angst J, Versiani M, Möller HJ, WFSBP Task Force on Unipolar   
 Depressive Disorders, Bauer M, Bschor T, Pfennig A. World Federation of Societies of Biological Psychiatry   
 (WFSBP) guidelines for biological treatment of unipolar depressive disorders in primary care. The World Journal  
 of Biological Psychiatry. 2007 Jan 1;8(2):67-104.
15. Kennedy SH, Lam RW, McIntyre RS, Tourjman SV, Bhat V, Blier P, Hasnain M, Jollant F, Levitt AJ, MacQueen GM,   
 McInerney SJ. Canadian Network for Mood and Anxiety Treatments (CANMAT) 2016 clinical guidelines for the   
 management of adults with major depressive disorder: section 3. Pharmacological treatments. The Canadian   
 Journal of Psychiatry. 2016 Sep;61(9):540-60.
16. Rush AJ, Trivedi MH, Wisniewski SR, Nierenberg AA, Stewart JW, Warden D, Niederehe G, Thase ME, Lavori PW,   
 Lebowitz BD, McGrath PJ. Acute and longer-term outcomes in depressed outpatients requiring one or several  
 treatment steps: a STAR* D report. American Journal of Psychiatry. 2006 Nov;163(11):1905-17.
17. National Institute of Health and Care Excellence (NICE). Depression in adults: treatment and management: In   
 development [GID-CGWAVE0725]. NICE;.
18. Papadimitropoulou K, Vossen C, Karabis A, Donatti C, Kubitz N. Comparative efficacy and tolerability of   
 pharmacological and somatic interventions in adult patients with treatment-resistant depression: a systematic  
 review and network meta-analysis. Current Medical Research and Opinion. 2017 Apr 3;33(4):701-11.
19. Daly EJ, Singh JB, Fedgchin M, Cooper K, Lim P, Shelton RC, Thase ME, Winokur A, Van Nueten L, Manji H, Drevets  
 WC. Efficacy and safety of intranasal esketamine adjunctive to oral antidepressant therapy in treatment-resistant  
 depression: a randomized clinical trial. JAMA Psychiatry. 2018 Feb 1;75(2):139-48.
20. Sharma A, Gerbarg P, Bottiglieri T, Massoumi L, Carpenter LL, Lavretsky H, Muskin PR, Brown RP, Mischoulon D.  
 S-Adenosylmethionine (SAMe) for neuropsychiatric disorders: a clinician-oriented review of research. The Journal  
 of Clinical Psychiatry. 2017 Jun;78(6):e656.
125
21. Brent D, Emslie G, Clarke G, Wagner KD, Asarnow JR, Keller M, Vitiello B, Ritz L, Iyengar S, Abebe K, Birmaher B.   
 Switching to another SSRI or to venlafaxine with or without cognitive behavioral therapy for adolescents with  
 SSRI-resistant depression: the TORDIA randomized controlled trial. JAMA. 2008 Feb 27;299(8):901-13.
22. Barth J, Munder T, Gerger H, Nüesch E, Trelle S, Znoj H, Jüni P, Cuijpers P. Comparative Efficacy of Seven   
 Psychotherapeutic Interventions for Patients with Depression: A Network Meta-Analysis. PLOS Medicine. 2013  
 May;10(5).
23. Cusin C, Dougherty DD. Somatic therapies for treatment-resistant depression: ECT, TMS, VNS, DBS. Biology of   
 Mood & Anxiety Disorders. 2012 Dec;2(1):14.
24. Kirov GG, Owen L, Ballard H, Leighton A, Hannigan K, Llewellyn D, Escott-Price V, Atkins M. Evaluation of   
 cumulative cognitive deficits from electroconvulsive therapy. The British Journal of Psychiatry. 2016    
 Mar;208(3):266-70.
25. National Institute for Health and Care Excellence (NICE). Repetitive transcranial magnetic stimulation for   
 depression: Interventional procedures guidance [IPG542]. NICE; 2015.
26. Sackeim HA, Rush AJ, George MS, Marangell LB, Husain MM, Nahas Z, Johnson CR, Seidman S, Giller C, Haines   
 S, Simpson Jr RK. Vagus nerve stimulation (VNS™) for treatment-resistant depression: efficacy, side effects, and  
 predictors of outcome. Neuropsychopharmacology. 2001 Nov 1;25(5):713-28.
27. Morishita T, Fayad SM, Higuchi MA, Nestor KA, Foote KD. Deep brain stimulation for treatment-resistant   
 depression: systematic review of clinical outcomes. Neurotherapeutics. 2014 Jul 1;11(3):475-84.
